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General Synthetic Scheme for 1,3,4-OxadIazole Inhibitors 
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General Scheme for 1,3,4-OxadiazoIe Inhibitors - Continued 
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General Synthetic Scheme for 1,2,4-0xacila20le Inhibitors 



o 



H 



^ OAc 



1) PyrSOs complex 
TEA-DMSG 
(90-95%) 

2) Acetone cyanohydrin 
TEA, CH2CI2 
(85-95%) 



NH2 HCi 



1) NH2GHHCI 

NaOAc, ElOH/HjO 

40*'C 

2) HCI, Ether 



0 



" OH 



AC2O, Pyridine 

go-a5%) 



o 



" OAc 



R1CO2H 

CH2C!2,TEA 
(49-80%) 




Figure 4 



General Synthetic Scheme for 1,2,4-OxadiazoIe inhibitors 
(Continued) 
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General Synthetic Scheme for P2-P3 Modified Based Inhibitors 
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Synthetic Scheme for P2-P3 Modified Inhibitors 
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Synthetic Scheme for P2-P3 Modified Inhibitors 
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Synthetic Scheme for P2-P3 Modified Inhibitors 
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General Synthetic Scheme for P2-P3 Modified Inhibitors 
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General Synthetic Scheme for P2-P3 Lactam Based Inhibitors 
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General Synthetic Scheme for P2-P3 Lactam Based Inhibitors 
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General Synthetic Scheme for Metathiazanone 
Based Inhibitors 
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General Synthetic Scheme for Thiazolidlnone 
Based Inhibitors 



,0H 



O 



HzN^ •■ + HS^ 

o 



RCHO 
DIEA 



OH 



Benzene 
A 

(72-100%) 



V 



SI 

O -^OCHg 



NaOH 

MeOH 

(82-86%) 



H OH 




Hydroxylamino 
.Hetero cycle 



BOPCl, DIEA, CH2CJ2 
or 

EDCl, HOBT, NMM, OMF 
(50-60%) 



V 



R 



O^OH 



1) NCS,DMS, 
Toluene 

2) -25*= C 

3) TEA,-25«CtoRT 
(24%) 



o 



H n 



HCJ HaN^X^^ 
OH 

Hydroxylamino Heterocycle 

X = N,Y«0,Z = CF3 
X = G,Y = N,Z = CH3 



H2O2 




-Y W 



Figure 15 

General Synthetic Scheme for Pyridazinedione Based Inhibitors 
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General Synthetic Scheme for Benzopyridazinedlone Based 
Inhibitors 
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General Synthetic Scheme for Quinolone and N-Sufastituted 
Qulnolone Based Inhibitors 
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General Synthetic Scheme for 3,4-Dihydroquinolone 
Based Inhibitors 
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General Synthetic Scheme for Benzylldene DIketopIperazlne 
Based Inhibitors 
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General Synthetic Scheme for Diketopiperazine 
Based Inhibitors 



O o 



o o 



RCHO 

(Substituted 
Benzaldehydes) 

KF-AIumina 
DMF, RT 
(40-90%) 



O 0 
0 



1) BrCHjCOj-t-Bu 
DMF, AQ2.O ~ 
(40-50%) 

3) Pd/C EtOH, H2 

2) TFA, CH2CI2 
(80%) 



o o 



0 O^N -S^X^ 

^ OH 



Hydroxylamlno 
Heterocycle 

BOPCl, DIEA, CH2CI2 
or 

EDO, HOOT, NMM, DMF 



O 0 



R 



1) NCS, DMS, 
Toluene 

0«C 

2) -2S?C 

3) TEA, -25^0 to FIT 
(50-75%) 



o o 



o 



H O 



HCl H^N^Y^^ 
OH 

Hydroxylamlno Heterocycie 

X = N,Y = 0,Z = CF3 
X=:0,Y = N,2sCH3 



Figure 21 



Synthetic Scheme for Hydantoin Based Inhibitors 




1) HCl,A 
(>9Q%) 

2) BrCHjCOrt-Bu 
DMF, Ag20 - 
(40-70%) 



3) TFA« CH2CI2 
(98%) 




Figure 22 



General Synthetic Scheme for Hydantoin Based Inhibitors 
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